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DETAILED ACTION 

This Office Action is in response to Applicant's response/remarks filed on March 
24, 2005 wherein no amendment is filed. Claims 2, 6-61 and 68-69 are cancelled 
previously. 

Currently, claims 1 , 3-5, and 62-67 are pending in this application and under 
examination on the merits. 



Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

Claims 1, 3-5, and 62-67 as amended now are rejected under 35 U.S.C. 103(a) 
as being unpatentable over Breivik et al. (US 5,502,077, of record) and Hasegawa et al. 
(of record) and Granja et al. (US 5,663,156, of record) and Levin et al. (US 3,031,376, 
of record) in view of Bundgaard (Book, "Design of prodrugs" Chapter 1 , page 1 , of 
record) for same reasons of record stated in the Office Action dated September 22, 
2004. 

Breivik et al. discloses that the fatty acid compositions comprising the instant 
preferred fatty acids, eicoapentaenoic (EPA) and docashexanoic acid (DHA) with a 
pharmaceutically acceptable carrier, excipient, or dilutant, are known to be useful in 
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treating or prophylaix of risk factors for cardiovascular disease such as 
hypercholesterolemia, hypertension, and hyperglyceridemia (see abstract, col.1 lines 
14-17, Table 1-11). Note that fatty acid compositions comprising DHA and EPA in ethvl 
ester form such as EPA ethvl ester and DHA ethvl ester (see Example at col.1 1 line 30- 
38, and claim 12) 

Hasegawa et al. discloses that the instant preferred fatty acid, linoleic acid, is 
known to have hypocholesteremic effect and lower the serum cholesterol levels, and 
therefore is useful in compositions (e.g., sunflower oil or vegetable oils known 
containing linoleic acid) for treating hypercholesterolemia (see the English Abstract in 
particular). 

Granja et al. discloses that the instant preferred policosanols such as 
tetracosanol, hexacosanol, heptacosanol, octacosanol, and triacontanol are useful in 
compositions and methods for treating hypercholesterolemia and atherosclerosis (see 
abstract, Table 1-2 at col.3, Example 1 1-13 at col. 12-14 and claims 1-20). 

Levin et al. discloses a composition comprising one or more esters of 
tetracosanol. hexacosanol. octacosanol. and triacontanol. wherein the acid moietv of 
esters is a carboxvlic acid containing from 2 to 22 carbon such as acetic acid (having 2 
carbons) and propionic acid (having 3 carbons), (see particularly col.1 lines 13-17; col.3 
lines 49-53 and 60-71 ; Example 3 at col.7 lines 19-26). Levin et al. also discloses that 
the composition therein further comprises food as a earner such as vegetable oils as a 
liquid carrier (see particularly col. 4 lines 10-12 and 34-38). Levin et al. also discloses 
that the composition therein further comprises corn starch and/or lactose (known 
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excipients) and/or vitamins (known antioxidants) (see particularly col. 4 lines 19 and 22). 
Levin et al. further discloses that the composition herein to be administered to human 
mammals and animals is for reducing anoxia, improving physical endurance, reducing 
fatigue, and stimulating or improving heart response (see col. 3 lines 53-57). 

The above cited prior art do not expressly disclose the employment of the 
particular fatty acids of esters, such as linoleic acid, eicoapentaenoic (EPA) or 
docashexanoic acid (DHA), with the alcohol moiety such as tetracosanol, hexacosanol, 
octacosanol, and triacontanol. 

Bundgaard teaches that esters of actives are most common prodrugs since 
esters of actives containing hydroxyl and carboxyl groups (also known as hydroxyl 
group in an alcohol and carboxyl group in a carboxylic acid conjugated or esterified by 
an ester bond) are hydrolyzed within the body (in vivo) by cleaving the ester bond to 
regenerate the active drug substances (see the bottom paragraph at page 1). 

It would have been obvious to a person of ordinary skill in the art at the time the 
invention was made to employ the particular carboxylic acid such as the instant 
preferred fatty acid, linoleic acid linoleic acid, eicoapentaenoic or docashexanoic acid, 
as acid moiety of esters of tetracosanol, hexacosanol, octacosanol, and triacontanol in 
the claimed composition herein. 

One having ordinary skill in the art at the time the invention was made would 
have been motivated to employ the particular carboxylic acid such as the instant 
preferred fatty acid, linoleic acid, eicoapentaenoic or docashexanoic acid, as the acid 
moiety of esters of the policosanol herein such as tetracosanol, hexacosanol, 
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octacosanol, and triacontanol in the claimed composition herein, since discloses that 
the fatty acid compositions comprising linoleic acid, EPA and/or DHA, or EPA ethvl 
ester and DHA ethvl ester , are known to be useful in treating or prophylaix of risk factors 
for cardiovascular disease such as hypercholesterolemia , hypertension, and 
hyperglyceridemia according to Breivik et al. and Hasegawa et al. 

Moreover, the esters of tetracosanol, hexacosanol, octacosanol, and triacontanol 
having the acid moiety such as acetic acid and propionic acid are known to be useful in 
compositions to be administered for therapeutic purposes (e.g., stimulating or improving 
heart response) according to Levin et al. 

Further, the instant preferred policosanol such as tetracosanol, hexacosanol, 
octacosanol, or triacontanol is known to be useful in compositions for treating 
hypercholesterolemia according to Granja et al. A fatty acid such as the instant 
preferred fatty acid, linoleic acid or EPA or DHA, alone is also known to be useful in 
compositions for treating hypercholesterolemia according to the prior art cited herein. 

Furthermore, the esters herein having two moieties, the preferred policosanol 
and linoleic acid, or EPA or DHA, would be hydrolyzed within the body (in vivo) by 
cleaving the ester bond to regenerate two active drugs , the policosanol and linoleic acid, 
or EPA or DHA in the body, based on the well known teachings of esters as prodrugs in 
pharmaceutical art according to Bundgaard. 

Therefore, one of ordinary skill in the art would have reasonably expected that 
conjugating the policosanol such as tetracosanol, hexacosanol, octacosanol, or 
triacontanol with a fatty acid such as linoleic acid or EPA or DHA, into an ester in a 
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composition to be administered, and the ester regenerating the policosanol and linoleic 
acid or EPA or DHA in the body after administration, both known useful for the same 
purpose, i.e., treating hypercholesterolemia, would improve the therapeutic effects for 
treating the same disorder, hypercholesterolemia, and/or would produce additive 
therapeutic effects in treating the same. See In re Kerkhoven, 205 USPQ 1069 (CCPA 
1980) regarding combination inventions. It is considered prima facie obvious to combine 
two active composition components into a single composition to form a third 
composition useful for the very same purpose. 

Thus the claimed invention as a whole is clearly prima facie obvious over the 
combined teachings of the prior art. 

Response to Argument 

Applicant's arguments filed March 24, 2005 with respect to the rejection made 
under 35 U.S.C. 103(a) of record stated in the Office Action February 4, 2004 have 
been fully considered but are not deemed persuasive as to the nonobviousness of the 
claimed invention over the prior art as further discussed below. 

Applicant argues that: 

"there are other esters which are not cleaved by neither of the above 
mechanisms, Bundgaard notwithstanding. Surely, the skilled artisan should have been 
aware, at the time our invention was made, of the well known case of Olestra and the 
story of its development. Olestra is the generic name for sucrose esters of fatty acids. It 
was developed by Procter & Gamble (trade name Olean). Its intended use was as 
ingredient in a substitute of mother milk under the assumption that the compound once 
hydrolized within the body would generate sucrose and fatty acids, essential nutrients 
for infants. To the surprise of the researchers, Olestra, as turned out, was neither 
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digested nor absorbed; that is, it was not cleaved by the pancreatic lipases, and passed 
through the body unchanged.... 

Policosanols esters are also not found in food sources. Therefore, it is not at all 
prima facie obvious that they will be acted upon by pancreatic lipases." 

Applicant's argument is not found persuasive since, first, the policosanol esters 
of the fatty acids claimed herein is not the sucrose esters of fatty acids also known as 
Olestra, nor is structurally similar to Olestra. 

Second, Applicant yet fails to set forth evidence substantiating this belief that the 
claimed policosanol esters of the fatty acids would not be hydrolyzed within the body (in 
vivo) by cleaving the ester bond to regenerate two active drugs , the policosanol and 
linoleic acid, or EPA or DHA in the body. 

Additionally, Applicant argues that there is no basis to conclude that the above 
combination will yield a synergistic or superior effect compared to when they are used 
individually. Note that the examiner does not conclude any synergistic or superior effect 
but merely additive therapeutic effects compared to when they are used individually. 
One of ordinary skill in the art would acknowledge that synergistic or superior effect is 
unexpected whereas additive therapeutic effects is expected. 

Thus, as pointed out in the previous Office Action, Applicant's working Examples 
1-5 of the specification at pages 8-1 1 herein have been fully considered but are not 
deemed persuasive as to the nonobviousness and/or unexpected results of the claimed 
invention over the prior art. Examples 1-5 provide no clear and convincing evidence of 
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nonobviousness or unexpected results over the cited prior art since there is no side-bv- 
side comparison with the closest prior art. 

Moreover, it is noted that the polycosanol esters or phytoserol-PUFA tested in 
Example 1-5 herein are not the particular fatty acids esters with the particular alcohol 
moiety as the instantly claimed. Thus, the evidence in the examples is also not 
commensurate in scope with the claimed invention. See MPEP § 716.02(d). Therefore, 
the evidence presented in specification herein is not seen to be clear and convincing in 
support the nonobviousness of the instant claimed invention over the prior art. 

In view of the rejections to the pending claims set forth above, no claims are 
allowed. 

In view of the rejections to the pending claims set forth above, no claims are 
allowed. 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1 .1 36(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 
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Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Examiner Jiang, whose telephone number is (571)272- 
0627. The examiner can normally be reached on Monday-Friday from 9:00 to 5:00. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Sreenivasan Padmanabhan, Ph.D., can be reached on (571)272-0629. The. 
fax phone number for the organization where this application or proceeding is assigned 
is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
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Business Center (EJ3C) at 866-217-9197 (toll-free). 




